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1. A 2-aminopyriimdine derivative of the formula (T), its tautomeric or stereoisomeric form, or a 
salt thereof: 



wherein 



is 




wherein 

R" and R*^ independently represent hydrogen or Ci-6alkyl optionally substituted by 
halogen, cyano, hydroxy, carboxy, amino, Ci^Qcylamino, N,N-di(Ci- 
6alkyl)amino, Ci.6a]]g^lthio, Ci^alkoxy, or Ca^cycloalkyl; 

R" is Ci-ealkyl optionally substituted by halogen, cyano, hydroxy, carboxy, amino, 
Ci^alkylamino, N,N-di(Ci-6alkyl)amino, Ci..6alkylthio, Q^alkoxy, or Q. 
scycloalkyl; and 

R^ is phenyl or naphthyl, 

wherein 



said phenyl and naphthyl are optionally having one or more substituents selected from 
the group consisting of halogen, amino, carboxy, cyano, hydroxy, nitro, phenyl, Ci^ 
alkanoyl, N-(Ci^alkyl)sulfonylamino, N-phenylsulfonylamino, Ci^alkylamino, N,N- 
di(Ci^alkyl)amino, N-(Ci^aIkanoyl)amino, Ci-^alkoxycarbonyl, Ci_6alkylthio, N-(Ci^ 
alkoxycabonyl)amino, N-arylamino, N-(aryl Ci^alkyl)amino, aminocarbonyl, N-(Ci_6. 
alkyl)aminocarbonyl, N,N-di(Ci-6allQ^l)aminocarbonyl, Ca^cycloalkyl, Ci^alkyl- 
sulfonyl, sul&moyl, aryl Ci^alkoxycarbdnyl, Ci-^alkyl, d^llcyl substituted by cyexio. 
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hydroxy, carboxy, amino, Ci-ealkylamino, N,N-di(Ci^alkyl)aimno, Ci^alkylfhio, Ci, 
ealkoxy, or mono-, di-, or tri- halogen, Ci^lkoxy, Q^alkoxy substituted by mono-, 
di-, or tri- halogen, .N(R^')C(0)N(R^)(R^), and -N(R")C(0) B}\ 

wherein 

R^^ is hydrogen or Ci-^alkyl; 

is Ci..tialkyl, or phenyl optionally having one or more substituents se- 
lected from the group consisting of halogen, amino, carbamoyl, cyano, 
hydroxy, nitro, phenyl, Ci^jalkanoyl, Ci^lkyl optionally substituted 
by hydroxy or mono-, di-, or tri- halogen, and Ci^alkoxy optionally 
substituted by mono-, di-, or tri- halogen; 

R^ is hydrogen or Ci^alkyl; 

R^^ is phenyl optionally having one or more substituents selected from the 
group consisting of halogen, amino, carboxy, carbamoyl, cyano, hy- 
droxy, nitro, phenyl, Ci-6alkanoyl, Ci^alkyl optionally substituted by 
hydroxy or mono-, di-, or tri- halogen, and Q^alkoxy optionally sub- 
stituted by mono-, di-, or tri- halogen. 

with the proviso that when R* is 




R^ is optionally substituted phenyl, said phenyl is substituted by at least 
one substituent selected from the groiq> consisting of carboxy, cyano, 
hydroxy, phenyl, Q^alkanoyl, N-phenylsulfonylamino, Ci^^eilkyU 
a3DQino, N,N-di(Ci-6alkyl)ainino, N-(Ci^alkanoyl)amino, Ci^alkoxy- 
carbonyl, Ci^lkylthio, N-(Ci^lkoxycabonyl)amino, N-arylamino, N- 
(aryl Ci^alkyl)aniino, aminocarbonyl, N-(Ci.«a]kyl)aminocaibonyl, 
N,N-di(Ci^alkyl)anunocarbonyl, Q^cycloalkyl, Ci.4salkylsulfonyl, 
aryl Ci.tialkoxycarbonyl, Ci^lkyl substituted by cyano, hydroxy, car- 
boxy, amino, Ci^alkylamino, N,N-di(Ci.6alkyl)amino, Ci^lkylthio, 
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Ci.6aUcoxy, or mono-, di-, or tri- halogen, Ci-eaUcoxy substituted by 
mono-, di-, or tri- halogen, -N(R")C(0)N(R^)(R^), and -N(R")C(0) 

wherein 

R^^ is hydrogen or Ci-ealkyl; 

is Ci,6alkyl, or phenyl optionally having one or more substitu- 
ents selected from the group consisting of halogen, amino, 
carbamoyl, cyano, hydroxy, nitro, phenyl, Ci^alkanoyl, Ci. 
6alkyl optionally substituted by hydroxy or mono-, di-, or tri- 
halogen, and Ci.6alkoxy optionally substituted by mono-, di-, 
or tri- halogen; 

R^ is hydrogen or Ci-ealkyl; 

R^ is phenyl optionally having one or more substituents selected 
from the group consisting of halogen, amino, carboxy, car- 
bamoyl, cyano, hydroxy, nitro, phenyl, Ci.6alkanoyl, Ci^alkyl 
optionally substituted by hydroxy or mono-, di-, or tri- halo- 
gen, and Ci^alko?{y optionally substituted by mono-, di-, or 
tri- halogen. 

2, A 2-aminopyrimidine derivative of the formula (I-i), its tautomeric or stereoisomeric form, or 
a salt. 




wherein 



R^^ and R*^ independently represent hydrogen or Ci^alkyl optionally substituted by halogen, 
cyano, hydroxy, carboxy, amino, Ci-«alkylamino, N,N-di(Ci^alkyl)aniino, Ci. 
6alkylthio, Q^alkoxy, or C^^cycloalkyl; and 
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wherein 

said phenyl and naphthyl are optionally having one or more substituents selected from 
the group consisting of halogen, amino, carboxy, cyano, hydroxy, nitro, phenyl, 
alkanoyl, N-(Ci^lkyl)sulfonylamino, N-phenylsulfonylamino Ci^alkylamino, N,N- 
<ii(Ci-6alkyl)amino, N-(Ci^alkanoyl)amino, Ci.6alko>iycarbonyl, Ci^allcylthio, N-(Ci^ 
alko>cyrcabonyl)amino, N-arylamino, N-(arylCi.6alkyl)ainino, aminocarbonyl, N-(Ci^ 
alkyl)aminocarbonyl, N,N^(Ci.6alkyl)aminocarbonyl, Ca^cycloalkyl, Ci^alkyl- 
sulfonyl, sulfamoyl, aiyl C^alkoxycarbonyl, Ci-6alkyl substituted by cyano, hydroxy, 
carboxy, amino, Ci.6alkylanimo, N,N-di(Ci.<ialkyl)amino, Ci-ealkylthio, Q^oxy, or 
mono-, di-, or tri- halogen, C,^alkoxy optionally substituted by mono-, di-, or tri- 
halogen, N(R2^)C(0)NCR")(R25), and N(R2^)C(0) 

wherein 

R^^ is hydrogen or d-ealkyl; 

R^ is Ci^alkyl, or phenyl optionally having one or more substituents se- 
lected from the group consisting of halogen, amino, carbamoyl, cyano, 
hydroxy, nitro, phenyl, Ci^alkanoyl, Ci^allq^l optionally substituted by 
hydroxy or mono-, di-, or tri- halogen, and C,..6alkoxy optionally substi- 
tuted by mono- di-, or tri- halogen; 

R^ is hydrogen or Ci^sJkyl; and 

R^^ is phenyl optionally having one or more substituents selected from the 
group consisting of halogen, anaino, carboxy, carbamoyl, cyano, hy- 
droxy, nitro, phenyl, Cj^alkanoyl, Ci^alkyl optionally substituted by 
, hydroxy or mono-, di-, or tri- halogen, and Q^alkoxy optionally substi- 

tuted by mono-, di-, or tri- halogen. 

Hie 2-aminopyrimidine derivative of the formula (1-i), its tautomeric or stereoisomeric form, 
or a salt thereof as claimed in claim 2, 

wherein 



R^ is phenyl or naphthyl. 



wo 2005/014556 

whorein 



-48- 



PCT/EP2004/008225 



said phenyl and naphthyl are optionally having one or more substituents selected jBrom 
the group consisting of halogen, amino, cyano, hydroxy, nitro, phenyl, Ci^alkanoyl, Ci^ 
alkylamino, N,NKii(Ci^alkyl)amino, N-(Ci-6alkanoyl)amino, Ci^alkoxycarbonyl, 
Ci^alkylthio, Ci^alkylsulfonyl, Ci^alkyl, trifluoromethyl, Ci^alkyl substituted by cyano, 
hydroxy, amino, Ci.6alkylamino, N,N-di(Ci^al]cyl)amino, or Q^lkoxy, Ci^alkoxy, 
N(R^')C(0)N(R^(ie), andN(R2')C(0)R^^ 

wherein 

R^^ is hydrogen or Ci^alkyl; 

is Ci-ealkyl, or phenyl optionally having one or more substituents se- 
lected firom the group consisting of halogen, amino, carbamoyl, cyano, 
hydroxy, nitro, phenyl, Ci^^alkanoyl, Ci^alkyl optionally substituted 
by hydroxy or mono-, di-, or tri- halogen, and d^alkoxy optionally 
substituted by mono- di-, or tri- halogen; 

R^ is hydrogen or Ci-galkyl; and 

R^ is phenyl optionally having one or more substituents selected from the 
group consisting of halogen, amino, carboxy, carbamoyl, cyano, hy- 
droxy, nitro, phenyl, Ci^alkanoyl, Ci^alkyl optionally substituted by 
hydroxy or mono-, di-, or tri- halogen, and Ci^alkoxy optionally sub- 
stituted by mono-, di-, or tri- halogen. 

4. The 2-aminopyrimidine derivative of the formula (I-i), its tautomeric or stereoisomeric form, 
or a salt thereof as claimed in claim 2, 

wherein 

R" and R" independently represent hydrogen or methyl. 

5. The 2-aminopyrimidine derivative of the formula (I-i), its tautomeric or stereoisomeric form, 
or a salt thereof as claimed in claim 2, wherein said derivative is selected from the group con- 
sisting of the following compounds: 

4-(3-aminopyirolidin-l-yl)-6-phenylpyrimidin-2-amine trihydrochloride; 
4-[3-(dimethylamino)pyn-oHdin-l-yl]-6-phenylpyrinudin-2-amine trihydrochloride; 



wo 2005/014556 PCT/EP2004/008225 

-49- 

4-[3-(meihylaimno)pyn:oUdm-l-yl]-6-phenyIpyi^ 
4-[3-(me11iylainmo)pyrroUdin-l-yl]-6-(3-nitrophenyl^^ 

4-[(3R)-3-(methylamino)pyrroKdin-l-yl]-6-(3-nitrophenyl)p5^ trihydrochlo- 
ride; 

4-[(3S)-3<methylammo)pyiTOKdm-l-yl]-6-(3-m^ trihydrochlo- 
ride; 

4-[(3S)-3-(methylainino)pyiTolidm-l-yl]-6-phenylpyriimdm 

4-[(3R)-3<methylanimo)pyn:olidm-l-yl]-6-phenylpyr^ 

4-[3-(methylamino)pyiTolidin-l-yl]-6-(3-methylphenyl)pyr^ 

l<3-{2-aimno-6-[3-(methylaiiiino)pyiTolidm-l^ trihydro- 
chloride; 

3-{2-aiirino-6-[3-(methylammo)pyirolidin-l-yl]pyr^ 

(3-{2-aniino-6-[3<methylaniino)pyn:olidin-l-yl]p^ trihydro- 
chloride; and 

3-{2Tanimo-6-[3-(mefhylaimno)pyiToUdin-l-y^^ 

6. A 2-airunopyrixmdine derivative of the formula (I-ii), its tautomeric or stereoisomeric form, or 
a salt. 




(i-if) 



wherein 



is Ci^alkyl optionally substituted by halogen, cyano, hydroxy, carboxy, amino, Ci^ 
alkylamino, N,N-di(Ci^alkyl)anmio, C,^kylthio, Ci^lkoxy, or Ca^gcycloallgrl; and 
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is phenyl having one or more substituents selected from the group consisting of car- 
boxy, cyano, hydroxy, phenyl, C^alkanoyl, N-(C,^alkyl)sulfonylamino, N-phenyU 
sulfonylamino, Ci_6alkylamino, N,N-di(C,.€allsyl)amino, N-(Ci^alkanoyl)amino, Ci^ 
alkoxycarbonyl, Ci^alkylthio, N-(Ci^oxycabonyl)amino, N-axylamino, N-(aiyl 
Ci^allq^l)amino, aminocarbonyl, N-(Ci^alkyl)aminocarbonyl, N,N-di(Ci.6a]lcyl). 
aminocarbonyl, Cs-acycloalkyl, d^alkylsulfonyl, aiyl C^lkoxycarbonyl, Ci.^salkyl 
substituted by cyano, hydroxy, carboxy, amino, C^lkylamino, N,N-di(Ci^alkyl> 
amino, Ci-fialkylthio, C,^alkoxy, or mono-, di-, or tri- halogen, Ci^alkoxy substituted 
by mono-, di-, or tri- halogen, -N(R^^)C(0)N(R^(R^), and N(R^^)C(0) R^, 



naphfhyl optionally having one or more substituents selected from flie group consist- 
ing of halogen, amino, carboxy, cyano, hydroxy, nitro, phenyl, Ci.6alkanoyl, N- 
phenylsulfonylamino, Ci^alkylamino, N,N-di(Ci^lkyl)amino, N-(Ci_6alkanoyl)- 
amino, Q^alkoxycarbonyl, Ci^lkylthio, N-(C,^alkoxycabonyl)amino, N-aiylamino, 
N-(aryl Ci^alkyl)amino, aminocarbonyl, N-(Ci^alkyl)aminocarbonyl, N,N-di(Ci^ 
alkyl)aminocarbonyl, Cs-scycloalkyl, C,.6alkylsulfonyl, sulfamoyl, aryl Ci^alko3Qr- 
carbonyl, Ci^alkyl optionally substituted by cyano, hydroxy, carbosqr, amino, 
Ci^altylamino, N,N-di(Ci^alkyl)amino, C^alkylthio, Ci^BJkoxy, or mono-, di-, or 
tri- halogen, Q-ealkoxy optionally substituted by amono-, di-, or tri- halo- 
gen, -N(R^^)C(0)N(R^(R^, and N(R^*)C(0) R^, 

wherein 

R" is hydrogen or Q^alkyl; 



R is Ci^alkyl, or phenyl optionally having one or more substituents se- 
lected from the groi^ consisting of halogen, amino, carbamoyl, cyano, 
hydroxy, nitro, phenyl, Q^lkanoyl, d^alkyl optionally substituted 
by hydroxy or mono-, di-, or tri- halogen, and Ci-calkoxy optionally 
substituted by mono-, di-, or tri- halogen; 

R^ is hydrogen or Ci^alkyl; 

R^ is phenyl optionally having one or more substituents selected from the 
group consisting of halogen, amino, carboxy, carbamoyl, cyano, hy- 
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droxy, nitro, phenyl, Ci^alkanoyl, Ci^lkyl optionally substituted by 
hydroxy or mono-, di-, or tri- halogen, and Q^alkoxy optionally sub- 
stituted by amono-, di-, or tri- halogen. 

7. The 2-aminopyrimidine derivative of the formula (I-ii), its tautomeric or stereoisomeric form, 
or a salt thereof as claimed in claim 6, 

wherein 

is phenyl having one or more substituents selected from the groiq) consisting of cyano, 
phenyl, Ci.6alkanoyl, N-(Ci.6alkanoyl)aniino, Ci^alkoxycarbonyl, Ci^alkylsulfonyl, 
trifluoromethyl, and Ci^alkyl substituted by cyano, hydroxy, amino, Q^alkylamino, 
N,N-di(Ci,€alkyl)amino, or Ci^alkoxy, 

or 

naphthyl optionally having one or more substituents selected from the group consist- 
ing of cyano, hydroxy, phenyl, Ci.6alkanoyl, Ci^alkylamino, NJ»f-di(Ci^alkyl)amino, 
N-(Ci^alkanoyl)amino, Ci^alkoxycarbonyl, Ci^lkylthio, Ci-eallQ^lsulfonyl, Cealkyl, 
trifluoromethyl, Ci^alkyl substituted by cyano, hydroxy, amino, Ci^alkylamino, N,N- 
di(Ci,6alkyl)amino, or Q^alkoxy, and Ci^alkoxy. 

8. The 2-aminopyrimidine derivative of the formxila (I-ii), its tautomeric or stereoisomeric form, 
or a salt thereof as claimed m claim 6, wherein said derivative is selected from the group con- 
sisting of the following con:q>ounds: 

3- [2-arnino-6-(4-methylpiperazin-l-yl)pyrimidin-4-yl]phenol; 

1 - {3-[2-amino-6-(4-methylpiperazin-l -yl)pyrimidin-4-yl]phenyl} ethanone; 
{3-[2-ainino-6-(4-metiiylpiperazin-l-yl)pyrimidin-4-yl]phOTyl}methanol; 

4- (4-methylpiperazin-l-yl)-6-[3-(trifluoromethyl)phenyl]pyrimidin-2-amine; 
4-biphenyl-3-yl-6-(4-methylpiperazin-l-yl)pyrimidin-2-amine trihydrochloride; 
4-[3-(dimethylamino)phenyl]-6-(4-methylpiperazin-l-yl)pyrinaidin-2-amine; 
4-(4-methylpiperazin-l-yl)-6-(l-naphthyl)pyriimdin-2-amine; and 



3-[2-amino-6-(4-methylpiperazin-l-yl)pyriinidin-4-yl]benzomtrile. 
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9. A medicament comprising the 2-aminopyriniidine derivative, its tautomeric or stereoisomeric 
fonn, or a physiologically acceptable salt thereof as claimed in any one of claim 1 to 8 as an 
active ingredient. 

10. The medicament as claimed in claim 9, further con^rising one or more phaimaceutically ac- 
ceptable excipiCTts. 

11. The medicament as claimed in claim 9, wherein said 2-aminopyrimidine derivative, its 
tautomeric or stereoisomeric form, or a physiologically acceptable salt thereof is a histamine 
H4 receptor antagonist. 

12. The medicament as claimed in claim 9 for the treatment and/or prevention of an inflammatory 
disord^ or disease. 

13. The medicament as claimed in claim 12, wherein said inflammatory disorder or disease is 
asthma, rhinitis, allergic diseases or chronic obstructed pulmonary disease (CORD). 

14. The medicament as claimed in claim 9 for liie treatment and/or prevention of an inmiunologi- 
cal disorder or disease. 

15. The medicament as claimed in claim 14, wherein said immunological disorder or disease is 
rheumatoid arthritis or atherosclerosis. 

16. Use of a conipound according to any one of claim 1 to 8 for manufacturing a medicament for 
the treatment and/or prevention of an inflanomatoxy disonler or disease. 

17. Use of a compound according to any one of claim 1 to 8 for noanufacturing a medicament for 
the treatment and/or prevention of an immimological disorder or disease. 

1 8. Process for controlling an inflammatory disorder or disease in humans and animals by admini- 
stration of a histamine H4 receptor antagonisticly effective amount of a conq>ound according 
to anyone of claim 1 to 8. 



19. 



Process for controlling an immunological disorder or disease in humans and animals by ad- 
ministration of a histamine H4 receptor antagonisticly effective amount of a conqjound ac- 
cording to any one of claim 1 to 8. 



